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GIA TRI CUA CD200 TRONG CHAN POAN
BENH BACH CAU MAN DONG LYMPHO VA U LYMPHO TE BAO VO

Nguyén Thi Kim Yén', Huynh Nhat Toan?,

Nguyén Ngoc Sang', Hoang Thi Tué Ngoc', Nguyén Phwong Lién'

TOM TAT

Muc tiéu: Danh gia gia tri ciia CD200 trong chan doan
phan biét B-CLL va MCL; ddng théi mo ta dac diém kiéu
hinh mién dich ctia hai nhém bénh.

Thiét ké nghién ctru: Nghién ctru mé ta hang loat ca.

Dia diém va th&i gian nghién ctru: Nghién ctru duoc
thwc hién tai Bénh vién Truyén mau Huyét hoc Thanh phé
H& Chi Minh tir thang 6 n&m 2020 dén thang 8 n&m 2023.

DP6i twong nghién ctru: Gdm 85 bénh nhan dwoc
chan doan B-CLL hoac MCL, trong d6 co6 70 trudng hop
B-CLL va 15 trwdng hop MCL.

Két qua: CD200 dwong tinh & 100% trwerng hop B-CLL
va 13,3% trwong hop MCL (p<0,001). CD43 biéu hién cao
hon & nhom B-CLL (87,1% so v&i 26,7%; p<0,001). Ngwoc
lai, CD79b, FMC?7 va chudi nhe don dong Kappa/Lambda
gap nhiéu hon & nhém MCL (p<0,05). Cac diu 4n CD5,
CD20, CD22, CD23 khong khac biét cé y nghia théng ké
gitra hai nhém.

Két luan: CD200 la dau 4n mién dich cé gia tri cao
trong hé tro' chdn doan phan biét B-CLL v&i MCL. Viéc phéi
hop CD200 véi CD43, CD79b, FMC7 va chudi nhe don
dong giup nang cao hiéu qua phan loai bénh ly téng sinh
lympho B trwdng thanh.

Ttr khéa: CD200, B-CLL, mantle cell lymphoma, t& bao
dong chay

SUMMARY

UTILITY OF CD200 IN THE DIFFERENTIAL DIAGNOSIS
OF CHRONIC LYMPHOCYTIC LEUKEMIA AND
MANTLE CELL LYMPHOMA

Objectives: To evaluate the diagnostic value of CD200
in distinguishing B-CLL from MCL and to describe the
immunophenotypic features of both entities.

Study Design: Case series descriptive study.
Setting: The study was conducted at Ho Chi Minh City
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Blood Transfusion Hematology Hospital from June 2020 to
August 2023.

Participants: A total of 85 patients diagnosed with
B-CLL or MCL were included, comprising 70 cases of
B-CLL and 15 cases of MCL.

Results: CD200 was positive in 100% of B-CLL cases
and 13.3% of MCL cases (p<0.001). CD43 expression was
significantly higher in B-CLL (87.1% vs 26.7%; p<0.001).
In contrast, CD79b, FMC7, and monoclonal light-chain
restriction were more frequent in MCL (p<0.05). No
significant differences were observed for CD5, CD20,
CD22, or CD23.

Conclusions: CD200 is a valuable immunophenotypic
marker for distinguishing B-CLL from MCL. Combining
CD200 with CD43, CD79b, FMC7, and light-chain
restriction may improve the diagnostic accuracy of mature
B-cell lymphoproliferative disorders.

Keywords: CD200, B-CLL, mantle cell ymphoma, flow
cytometry

I. DAT VAN DE

Céac bénh ly tan sinh t& bao B trwdng thanh
(chronic lymphoproliferative disorders — CLPDs) la
nhém bénh ly ac tinh khéng déng nhat cuia cac té
bao lympho trwdng thanh. Trong nhém nay, bénh
bach cdu man dong lympho/u lympho lympho bao
nhd (CLL/SLL) 1a mét trong nhivng thé thworng gap &
ngwdi Ién (1), trong khi u lympho té bao vé (mantle
cell ymphoma — MCL) it g&p hon nhung c6 dién tién
&c tinh va tién lwong xau hon. Do cé mét sbé dac
diém kiéu hinh mién dich twong ddéng, dac biét 1a
biéu hién CD5, viéc chan doan phan biét CLL/SLL va
MCL c6 y nghia quan trong trong dinh hwéng diéu tri.

Hién nay, ky thuat t& bao dong chay (flow
cytometry) dwoc st dung réng rai trong chan doan
va phan loai CLPDs nh& kha nang phan tich nhanh
nhiéu dau &n mién dich trén cling mot quan thé té bao.
V& kiéu hinh dién hinh, CLL/SLL thwéng biéu hién
CD19+, CD5+, CD23+, CD20 yéu, immunoglobulin
bé& mat yéu va am tinh ho&c yéu véi FMC7. Nguoc
lai, MCL thwong biéu hien CD19+, CD5+, CD20
manh, CD79b*, FMC7+ va CD23 am tinh hoac biéu
hién yéu (2).
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CD200 (OX-2 membrane glycoprotein) la
glycoprotein xuyén mang thuéc ho immunoglobulin,
c6 biéu hién manh & CLL/SLL nhwng thwdng am tinh
ho&c yéu & MCL. Nhiéu nghién ctru cho thdy CD200
6 gié tri hd tro phan biét CLL véi MCL ciing nhw cac
CLPDs khac (3).

Mac du da co6 nhiéu nghién ctru vé CD200 trén thé
gidi, di liéu vé gia tri ctia ddu &n nay trong phan biét
CLL/SLL va MCL tai Viét Nam con han ché. Vi vay,
chung t6i thwc hién nghién cru “Gia tri cia CD200
trong chan doan bénh bach cdu man dong lympho
va u lympho té bao v&” nhdm tbi wu héa panel dau
An mién dich véi cac muc tiéu:

- Mo ta sy biéu hién cia dau 4n CD200 trén 2
nhom CLL va MCL.

- M6 ta kiéu hinh mién dich ctia 2 nhém CLL va
MCL.
Il. DOl TUGNG VA PHUGNG PHAP

2.1. Béi twong nghién clru

Nghién cwu gi‘)m 85 bénh nhan CLL/SLL hoac

MCL dwoc chan doan dua trén tiy db két hop giai
phau bé&nh hodc héa mé mién dich, va cé chi dinh
thwe hién ddu 4n mién dich bang ky thuat t& bao
dong chay tai Bénh vién Truyén mau Huyét hoc TP.
Hb6 Chi Minh, tir thang 6/2020 dén thang 8/2023.

2.2. Phwong phap nghién ctru

a. Thiét ké nghién ctru: Nghién clru mé ta hang
loat ca, hdi ctru.

b. Phwong phap tién hanh

L&y méu: Mau mau/tiy dwoc cho vao dng chdng
déng EDTA, bao quan & 2—-8°C va chuyén dén phong
xét nghiém dé x(r ly trong vong 3 ngay.

Xt ly va thu thdp méau phén tich trén hé théng
maéy Flow Cytometry: Mau bénh phdm dwoc nhuém
véi cac khang thé don dong (Bang 1), G 15 phut
trong tdi & nhiét dd phong, sau do ly gidi hong cau
bang dung dich FACS Lysing 1X va rira mau. Mau
dwoc thu thap trén may FACS Canto Il véi 50.000 té
bao va phan tich bdng phan mém FACSDiva version
2.1 (Becton Dickinson, My).

Bang 1. Bo khang thé don dong cé gén mau huynh quang duoc st dung

Ong 1 2 BD1 BD2 LST BD3

FITC CD66¢ TdT FMC7 CD103 CD8 & IgK CD20
PE CD10 CD79a CD79b CD30 CD56 & IgK
PerCP-Cy5.5 CD34 CD34 CD5 CD5

PE-Cy7 CD19 CD19 CD19 CD19 CD19 & TRC CD19
APC CD123 CD22 CD23 CD25 CD3 CD200
APC-H7 CD38 CD38 CD43 CD38

V450 CD20 CD15 CD20 CD20 & CD4

V500-C CD45 CD45 CD45 CD45 CD45 CD45

Phan loai kiéu hinh mién dich (Theo hwéng dan phan loai cia WHO nam 2017) (1)
Phan nhém MCL: CD5+, CD19+, CD20+"a CD22+, CD79b* va chudi nhe bé mat don dong (Lambda/

Kappa) biéu hién manh.

Phan nhém B-CLL: CD19+, CD5+, CD23+, CD20+ yéu va chubi nhe bé mat don dong (Lambda/Kappa)

am tinh hoac yéu.

2.3. Chién Iwoc khao sat sw biéu hién ctia CD200

Dua trén biéu dd6 SSC va CD45, quan thé lymphocyte dwoc xac dinh la SSC™ va CD45 " Quan thé
B CD19+ dwoc phan thanh CD19+ CD10+ (hematogones) va CD19+ CD10- (B trwdng thanh). Quan thé
B trwdng thanh (CD45"9"CD19+CD10-) dwoc phan tich biéu hién CD200 va cac dau 4n mién dich khac.
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Ngwéng cut-off cia CD200 la 20% (<20%: am tinh, Nhén xét: Ty 1& bénh nhan nam cao hon nir & ca
>=20%: dwong tinh). hai nhém B-CLL va MCL.
2.4. Phwong phap théng ké 3.2. Biéu hién cua CD200 & 2 nhém bénh

Di liéu dwoc nhap va phan tich bang phdn mém B-CLL va MCL

R, s dung kiém dinh théng ké Fisher’'s Exact test Bang 2. Biéu hién cta CD200 ctia céc bénh nhan
V@i gia tri p < 0,05. B-CLL va MCL
. KET QUA X . s
v £ Bic diem 2\57L()I; (rnln=(‘:llg) Tong va'I)ue
Twr 01/06/2020 dén 31/08/2023, cé 85 nguoi
bénh thda tiéu chuan nghién ctu, gébm 70 trwong | CD200 70 2 7
hop CLL va 15 treong hop MCL. duongtinh | (100,0%) | (13,3%) <
a 0.001
S iz . o CD200 4m 13
3.1. Pac diem chung doi twong nghién ciru tinh 0 (0,0%) (86.7%) 13
Phan nhém bénh nhan theo tudi ~
Tong 70 15 85

Nhém 1: 70 ca B-CLL, tudi trung vi 61,5 (3684
tudi). Nhén xét: Tt ca cac trwong hop B-CLL déu
MCL chi c6 13,3% (2/15) trwdng hop dwong tinh véi

CD200, khac biét cé y nghia théng ké (p < 0,001).

21 Bang 3. Théng sb chan doan ctia CD200
e
Théng s6 chan doan Uéc tinh 95% ClI
E 4
. e 94.9-
o, s
o | Do nhay (Sensitivity) 100,0% 100.0%
[ % MCL

R e 59,5—
R R o ,
Do dac hiéu (Specificity) 86,7% 98,3%

Gia trj tién doan dwong 90,3-

97,2% .
Biéu db 1. Biéu db so sanh d6 tubi 2 nhom bénh (PPV) 99.7%
B-CLL va MCL Gia tri tién doan &m 75,3—
(NPV) 100,0% 100,0%
Nhén xét: Tudi trung vi & nhém MCL cao hon P6 chinh xac (Accuracy) 97.6% .
nhom B-CLL.
Dién tich dwéi dwong 0933
Phan nhom bénh nhan theo gi&i cong ROC (AUC) ’ -
cLL MCL Nhén xét: Két qua cho thdy CD200 c6 kha ning
phan biét B-CLL va MCL cao, v&i d6 nhay 100,0%,
d6 dac hiéu 86,7% va dd chinh xac 97,6%. Gia tri
tién doan dwong dat 97,2% va gia tri tién doan am
dat 100,0%. Dién tich dwéi duwdng cong ROC (AUC)
la 0,933, cho thdy CD200 la dau &n cd gia tri trong
phan biét B-CLL véi MCL.

B ne B tem

Biéu dé 2. Biéu dé so sénh gidi tinh 2 nhém bénh
B-CLL va MCL
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Hinh B: B-CLL véi té bao B bét thuong c6 CD19PwonsCD5PwnaCD200P s,
Hinh 1: Minh hoa sw biéu hién ctia CD200 trén ca bénh B-CLL va MCL
3.3. So sanh sw biéu hién cac dau 4n mién dich khac giira nhém B-CLL va MCL

Bang 4. So sanh tan suét biéu hién cac dau &n mién dich khéc gitta nhém B-CLL va MCL

D4u 4n B-CLL (n=70) MCL (n=15) p-value
CcD5 98,6% (69/70) 86,7% (13/15) 0.0790
CD43 87,1% (61/70) 26,7% (4/15) <0.001
CD23 100% (70/70) 93,3% (14/15) 0.1765
CD20 100% (70/70) 100% (15/15) 1.0000
CD22 100% (70/70) 93,3% (14/15) 0.1765
CD25 8,6% (6/70) 0,0% (0/15) 0.5849

CD103 1,4% (1/70) 0,0% (0/15) 1.0000

CD79 10,0% (7/70) 80,0% (12/15) <0.001
FMC7 2,9% (2170) 33,3% (5/15) 0.0015

Ch“‘?;ﬂg;"[‘a‘fggag'(ap' 64,3% (45/70) 93,3% (14/15) 0.0310

Nhan xét: CD43 biéu hién cao hon & B-CLL so v&i MCL (87,1% so vo&i 26,7%; p<0,001). Nguwoc lai,
CD79b, FMC7 va chubi nhe don dong Kappa/Lambda biéu hién cao hon & MCL (p<0,05), cac dau &n nay
c6 gia tri hd tro phan biét hai nhém. Cac dau 4n CD5, CD23, CD20, CD22, CD25 va CD103 khéng khac biét
c6 y nghia théng ké.
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IV. BAN LUAN
4.1. Bic diém chung cta déi twong nghién ciru

Tubi: Tudi trung vi ctia bénh nhan MCL va B-CLL
An Iuot 13 68 va 61,5 tudi. Ca hai bénh Iy chd yéu
gdp & ngudi trwdng thanh I&n tudi va hiém gap &
ngudi tré, dic biét & tré em; ty 1é méc c6 xu hwéng
tang theo tudi, phu hop véiy van.

Gi¢i tinh: Ty 1é nam/n* & nhém B-CLL va MCL
lan lwot 1a 1,37/1 va 2/1, twong ddng vé&i nghién clru
cla Ahmad Monabati va cong sw (2). Ca hai nhom
déu c6 ty 1&é bénh nhan nam cao hon nir.

4.2. Sw biéu hién ctia CD200 trén 2 nhém bénh
B-CLL va MCL

Trong nghién ctu nay, CD200 dwgc khdo sat
nhw mét ddu 4n mién dich bd sung nhdm hé tro phan
biét B-CLL v&i MCL trén ky thuat té bao dong chay.
Két qua cho thay tat ca cac ca B-CLL déu dwong
tinh v&i CD200 (100%), trong khi d6 & nhém MCL chi
c6 13,3% (2/15) trwdng hop dwong tinh véi CD200,
khac biét c6 y nghia théng ké (p < 0,001). Két qua
clia nghién ctru nay twong ddng véi nghién clru cla
Pramoda Challagundla va cong sw nam 2014 (3),
trong do ty I&é CD200 dwong tinh & nhém B-CLL cling
dat 100%, trong khi ty 1& dwong tinh & nhdm MCL
th4p hon. Twong tw, nghién ctu clGa Alba Mora va
cdng sw nam 2019 ciing ghi nhan CD200 biéu hién
phd bién & B-CLL va chi xuat hién & mot ty 1& nhé
trwong hop MCL (4). Sy khac biét vé ty 1& CD200
dwong tinh & nhom MCL gilra cac nghién ctru cé
thé lién quan dén c& mau, tiéu chuén chon bénh,
ngwdng xac dinh dwong tinh va dac diém kiéu hinh
mién dich cla tirng quan thé nghién ctu.

CD200 c6 gié tri trong hd tro phan biét B-CLL v&i
MCL, véi dd nhay 100,0%, d0 dac hiéu 86,7%, gia
tri tién doan dwong (PPV) 97,2% va gia tri tién doan
am (NPV) 100,0%; do chinh xac dat 97,6%. AUC
dat 0,933, cho thy kha n&ng phan biét tét gitra hai
nhém bénh.

Tuy nhién, trong nghién ctu cla chuing t6i, c6
2/15 trwdng hop MCL (13,3%) dwong tinh v&i
CD200, v&i ty & t& bao biéu hién tr 20-70%. Két qua
nay phu hop véi cac bao cao cho thdy CD200 van
c6 thé biéu hién & mot ty 1é nhé trwerng hop MCL. Hu
va cfng s (7) ghi nhan 25/668 (3,7%) trwong hop
MCL dwong tinh véi CD200; nhém nay c6 mot sb
d&c diém khong dién hinh nhw ddng biéu hién CD23,
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giam bidu hién SOX11 va thé MCL bidu hién & mau
ngoai vi nhuwng khéng cé hodc it tn thwong hach
(leukemic non-nodal MCL). Do d6, CD200 nén duwgc
st dung nhw moét diu &n hé tro chan doan, can két
hop v&i cac ddu &n mién dich khac dé tang d6 tin cay
trong chan doan phan biét B-CLL va MCL. Bén canh
do, nghién ctru ctia ching tdi con han ché vé di liéu
di truyén, do d6 can cé cac nghién ctru tiép theo voi
c& mau 16n hon va bd sung cac dac diém di truyén
dé danh gia ré hon.

4.3. Sw biéu hién ctia cac dau an mién dich
khac

CD5: Trong nghién c&u, CD5 dwong tinh &
98,6% (69/70) B-CLL va 86,7% (13/15) MCL, khéng
khac biét cé y nghia théng ké (p=0,079). CD5 co
gia tri dinh hwéng cac bénh ly lympho B c6 CD5+
nhwng khéng dd dé phan biét B-CLL v&i MCL khi st
dung don doc, do dé can két hop véi CD23, CD79b,
FMC7, CD200 va chudi nhe don dong.

CD43: CD43 biéu hién cao hon & B-CLL so v&i
MCL (87,1% so v&i 26,7%; p<0,001), twong déng VoI
nghién ctru clia Sorigue va cong s (8), ghinhan CD43
dwong tinh & 96% bénh nhan B-CLL v&i nguwéng cut-
off 20%. CD43 ¢6 tiém nang hd tro' chan doan phan
biét B-CLL v¢&i cac bénh ly tang sinh lympho B khac,
tuy nhién dé dac hiéu con han ché (8).

FMC7 va CD79b: Trong nghién clru cla chung
t6i, ddu &n FMC7 va CD79b ghi nhan khac biét I6n
gitta 2 nhém bénh B-CLL va MCL & tan suét biéu
hién (2,9% so vé&i 33,3%; 10% so voi 80%; p <
0,001). Két qua nay gan twong dwong véi nghién
clru clia Ranka R va cdng sy (5) nam 2020 cling cho
thay tan suat biéu hién ctia CD79b & nhém MCL cao
hon han nhém B-CLL (100% so v&i 14,7%); twong
tw, nghién ctru cia Osama A. Ibrahim va cong su (6)
khi cho thay tan suét biéu hién ctia FMC7 & nhém
MCL cao hon nhém B-CLL (92,3% so v&i 4,2%; p
< 0,001), tuy nhién tan suat biéu hién dwong tinh
cta FMC7 & nhom MCL cla nghién ctru nay ciing
cao hon hén so v&i nghién cu cla chung toi. Sw
khac biét nay cé Ié do trong nghién clru nay bé qua
nhirng bénh nhan MCL cé CD5 &m tinh hoac dwong
tinh yéu, dan dén tan suét biéu hién cia FMC7 c6
sw chénh léch.

CD20: CD20 dwong tinh & 100% trwdng hop ca
B-CLL va MCL, khéng khac biét cé y nghia théng ké
(p=1,000), cho thdy d&u &n nay cé gia tri xac dinh
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dong B nhung khéng gidp phan biét hai bénh néu dua
trén tan suat biéu hién. Tuy nhién, CD20 thudng biéu
hién yéu & B-CLL va manh hon & MCL; do dé can
danh gia cuong do két hop véi cac ddu an khac (3).

CD23: CD23 la d4u &n thwong dwoc st dung
dé hé tro chan doan B-CLL. Trong nghién ctru nay,
CD23 biéu hién & 100% trwong hop B-CLL va 93,3%
trwdng hop MCL, sw khac biét khéng c6 y nghia
thdng ké (p=0,1765). Két qué nay cho thdy CD23
ciing c6 thé dwong tinh & MCL, phu hop véi cac bao
cdo v& MCL c¢6 kiéu hinh mién dich khong dién hinh
(1), (5). Ty I1é CD23 dwong tinh cao & nhém MCL co6
thé lién quan dén c& mau nhd, khac biét vé& clone
khang thé st dung, nguéng doc két qua. Vi vay,
CD23 don doc khoéng du gia tri dé loai trir MCL va
can dwoc phdi hop véi cac ddu 4n khac nhw CD200,
CD79b va FMCT7.

4.4. Chudi nhe don dong Kappa hodc Lambda:
Sw biéu hién chudi nhe don dong phan anh tinh don
dong clia quan thé t& bao lympho B &c tinh va la d&u
4n hiru ich trong xac dinh bénh ly ting sinh lympho
B. Trong nghién cru ctia chang t6i, ty 1& biéu hién
chudi nhe don dong Kappa hodc Lambda & nhém
MCL la 93,3% (14/15), cao hon c6 y nghia théng ké
s0 v&i nhom B-CLL 1a 64,3% (45/70) (p=0,0310). Két
qua nay cho thay t& bao MCL thudng biéu hién chudi
nhe b& mét rd va manh hon, trong khi & B-CLL chuédi
nhe thudng yéu hodc cé thé am tinh. Do d6, danh
gia chudi nhe don dong la yéu t6 hd tro quan trong
trong chan doan phan biét gitra hai nhém bénh nay
trén ky thuat té bao dong chay (3).

V. KET LUAN

Biéu hién cta diu 4n CD200 trén 2 nhém bénh
bach cdu man déng lympho (B-CLL) va u lympho
té bao vé (MCL).

Trong nghién ctru nay, CD200 biéu hién & 100%
trwong hop B-CLL va chi 13,3% trwong hop MCL,
cho thdy sy khac biét cé y nghia théng ké gitra hai
nhém bénh. Két qué nay khéng dinh CD200 la dau
4n mién dich co gia tri trong hé tro chan doan phan
biét B-CLL v&i MCL, dac biét & nhirng trdng hop co
kiéu hinh mi&n dich khéng dién hinh.

M6 ta kiéu hinh mién dich cta 2 nhém bénh
bach cau man déng (B-CLL) va u lympho té bao
vé (MCL).

Phan nhém MCL: CD5+, CD19+, CD2Q+Manh
CD22+, CD79b* va chudi nhe bé mat don dong
(Lambda/Kappa) biéu hién manh.

Phan nhém B-CLL: CD19+, CD5+, CD23+,
CD20+ yéu va chubi nhe bé mat don dong (Lambda/
Kappa) am tinh hoéc yéu.

VI. KIEN NGHI

Can cac nghién clru v&i c& mau Ién hon, két hop
di liéu di truyén va khao sat CD200 trén nhiéu bénh
ly t&ng sinh lympho B dé xac dinh rd hon gia tri chan
doan cltia diu 4n nay.
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